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Abstract Adult-onsetStill’sdisease(AOSD)isararesystemicinflammatorydisorderof
unknown etiology, characterized by quotidian or double quotidian fever, a peri-febrile
cutaneous eruption, polyarthritis, andmultiorgan involvement.AOSD is a challenging
diseasewithproteandiseasemanifestations and rare, albeitpotentially life-threatening,
complications.Insuchcases,promptdiagnosisandtreatmentmayprovelife-saving.
Thepurposeofthischapteristoreviewthediagnosisandmanagementofchallenging

clinical situations inAOSDpatients that are associatedwith significantmorbidity and
mortalityandtoprovidethereaderswithinformationthatcouldaidtheirdecision-making
process.
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14.1  
 Introduction

Adult-onsetStill’sdisease (AOSD) isa rare systemic inflammatorydisorderofunknown
etiologywithaproteanclinicalpresentation.Symptomsincludeaquotidianordoublequo-
tidianfever,aperi-febrilecutaneouseruption,polyarthritisand,inseverecases,multiorgan
involvement.Pro-inflammatorycytokinessuchasinterleukin(IL)-1,IL-6,andIL-18,inter-
feron(IFN)-g,tumornecrosisfactor(TNF),andmacrophagecolony–stimulatingfactorare
elevatedinpatientswithAOSDandarethoughttohaveamajorroleinthepathogenesisof
thedisease.1Highindexofclinicalsuspicionandcarefulinvestigationarerequiredtomake
anearlydiagnosissothataggressivetreatmentcanbeinitiated.Thereisnosinglediagnostic
testforAOSD;rather,thediagnosisisbasedonsetsofclinicalandlaboratorycriteria.Several
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setsofclassificationcriteriahavebeenpublishedforAOSD.Theyhaveallbeendeveloped
fromretrospectivedataandclassifycriteriaasmajororminor.Table14.1comparesthemost
recentFautrelcriteria3withthewidelyusedoriginalYamaguchi’scriteria.2
DiagnosisofAOSDusuallynecessitates theexclusionof infectious,neoplastic, and

otherautoimmunediseases.ThediseasestoexcludehavebeendescribedinTable14.2.
AOSD management greatly depends on the severity and chronicity of symptoms

andthepredominantdiseasepattern,systemic,orarthritic.Initialattacksmaybeeffec-
tivelytreatedwithshortcoursesofsystemiccorticosteroidsandmayneverrecur.Persistent

Table 14.1 AOSDdiagnosticcriteria
Yamaguchietal.2 Fautreletal.3

Major
Arthralgia>2weeks Spikingfever>39°
Fever>39°,intermittent³1week
Typicalrash ArthralgiaTransienterythema
WBC³10,000(³80,000granulocytes) Pharyngitis

PMNs³80%
Glycosylatedferritin£20%

Minor
Sorethroat Maculopapularrash
Lymphadenopathyand/orsplenomegaly Leucocytes>10×109/L
AbnormalLiverfunctiontests
(−)veRFandANA

Diagnosticcombination
Exclusioncriteria
–Infections
–Malignancies
–Otherrheumaticdiseases

Diagnosis:5criteria(atleast2major) 4majoror3major+2minor

Table 14.2 Diagnosticguidelinesforhemophagocyticlymphohistiocytosis(HLH)akahemophago-
cyticsyndrome
Clinicalcriteria Fever

Splenomegaly

Laboratorycriteria Cytopenia(affecting>2of3lineagesintheperipheral
blood)
Hemoglobin<90g/l
Platelets<100×109/l
Neutrophils<1.0×109/l
Hypertriglyceridemiaand/orhypofibrinogenemia(fasting
triglycerides³2.0mmol/lor³3SDofthenormalvaluefor
age,fibrinogen£1.5g/lor£3SD)

Histopathologiccriteria Hemophagocytosisinbonemarroworspleenorlymph
nodes.Noevidenceofmalignancy
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diseasewithfrequentrecurrentattackswithsystemicsymptoms(fever,rash)ordifferen-
tiationintothechronicarticularpatternisassociatedwithsignificantmorbidityandrequires
chronic suppressive treatmentwith systemic corticosteroids, often in combinationwith
traditionalDisease-Modifyinganti-RheumaticDrugs(DMARDS)orthenewerbiologic
agentsthatofferamoretargetedapproach.
Thepurposeofthischapteristoreviewthemanagementofchallengingclinicalsitua-

tionsinAOSDpatientsthatmaybeassociatedwithsignificantmorbidityandmortality
andtoprovidethereaderswithinformationthatmayaidtheirdecision-makingprocess.

14.2  
 Reactive Hemophagocytic Syndrome (RHS)

RHS,otherwiseknownasmacrophageactivationsyndrome(MAS),isararebutpotentially
fatalcondition,whichischaracterizedbyacutefever;hepatosplenomegaly;lymphadenopa-
thy; pancytopenia; and raised levels of serum ferritin, triglycerides, and liver enzymes
(Table14.3).TheprevalenceofRHSinAOSDmaybeashighas12%,assuggestedby

Table 14.3 ComplicationsofAOSD

Pulmonary
 • Pleuraleffusion
 • Transientpulmonaryinfiltrates
 • Interstitiallungdisease
 • Acuterespiratorydistresssyndrome
 • Diffusealveolarhemorrhage

Cardiovascular
 • Pericarditis
 • Myocarditis
 • Pulmonaryarteryhypertension

Reticuloendothelialsystem(RES)
 • Macrophageactivationsyndrome
 • Autoimmunehepatitis
 • Acuteliverfailure

Vasculopathy
 • CutaneousPolyarteritisnodosa
 • Thromboticmicroangiopathy

Coagulopathy
 • Portalveinthrombosis
 • Thromboticthrombocytopenicpurpura
 • Disseminatedintravascularcoagulation

Neurological
 • MillerFishersyndrome
 • Peripheralneuropathy
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Arletetal.4ThepossibletriggeringfactorsforRHSincludedrugs,viruses[EpsteinBarr
Virus (EBV), cytomegalovirus (CMV), parvovirus], autoimmune disorders [rheumatoid
arthritis(RA),systemiclupuserythematosus],lymphomas,andleukemias.5Thehallmark
of this syndrome is excessive activation and proliferation of T lymphocytes and mac-
rophageswithmassivehypercytokinemiawithhighlevelsofinterleukin-1b,interleukin-6,
interferon-g,andTNF-a.Thisactivationcascadeproducesanoverwhelminginflammatory
reaction.RHScanoccuratanytimeduringthecourseofAOSD.Moreover,asimultaneous
diagnosisofAOSDandRHSisnotuncommon.FlaresofAOSDandRHSmaybeclinically
indistinguishable,withtheexceptionofahigherfrequencyofpleuritisandARDSinRHS.
Biologicalfindingsarecertainlymoresensitive inevoking thediagnosisofRHSduring
flaresofAOSD.LeucopeniaorthrombocytopeniaisuncommoninAOSDandhencecan
serveasanalert.Raisedserumtriglyceridelevelisconsideredtobeagoodmarkerofthe
hemophagocyticsyndrome,6butithasnotbeenspecificallyanalyzedinflaresofAOSD.
ThetreatmentofsecondaryRHShasincludedavarietyofchemotherapeuticandimmu-

nosuppressive agents including corticosteroids, cyclosporine, and intravenous gamma-
globulin(IVIG).7Intheabsenceofcontrolledstudies,casereportsandsmallserieshave
beenusedforinsightinthemanagementofMAS.Treatmentwithhigh-dosesteroidsis
effective inmost patients. Immunosuppressantsmay cause a reduction inmortality in
patientswhereRHSwasprecipitatedbyanunderlyingautoimmuneprocess.Ithasbeen
reported that cyclosporine or etoposide would be effective in steroid-refractory cases.
Etanercept has been reported as an alternative forRHS patients refractory to steroids,
cyclosporine-A,andIVIGtherapy.8
ThesimilarityinpresentationsandthehighfrequencyofRHSinpatientswithAOSD

havepromptedexpertstoconsidertheseconditionsasthetwoendsofthespectrum,with
classicAOSDbeingthemildformandRHSwithmultiorganinvolvementthemostsevere,
life-threateningone.Acommonpathogeneticlink,thatis,IL18,apivotalAOSDcytokine,
hasbeensuggestedinarecentstudy.Astudyof20patients,with21separatehemophago-
cyticepisodesmeetingtheInternationalHistiocyteSocietycriteria,showedthatserumIL-18
concentrationsweresignificantlyhigherintheaffectedpopulationwhencomparedtohealthy
controls.9Inaddition,investigatorsobservedanimbalancebetweenIL-18andIL-18-binding
peptide(BPisIL18’snaturalinhibitor),whereconcentrationsofIL-18BPwereinsufficient
tobindtheentireamountofcirculatingIL-18.Aparadoxicaldecreaseofnaturalkiller(NK)
cellnumbersandcytotoxicfunctionsinsecondaryRHSwasalsoobserved.Basedonthis
study,theauthorsproposedthepotentialuseofexogenousrecombinantIL-18BP,inaddition
totraditionaltherapy,forthetreatmentofseverecasesofRHS.

14.3  
 Severe Destructive Arthritis

TheevolutionofAOSDfromtheacutesyndrome,whereoftensystemiccomplaintssuch
asfeverandrashpredominate,intothechronicarticularpatternisanegativeprognostic
sign.Thereislessofachanceforspontaneousremission,andtheassociatedpolyarthritis
can be destructive if left untreated and lead to increased morbidity and disability.
Fortunately,inmostcasesofAOSD,polyarthritismethotrexate(MTX),withorwithout
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smalldosesoforalcorticosteroids,canbeveryeffectiveincontrollingthesymptomsand
preventingradiographicprogression.10However,MTXrefractorinesshasbeenfrequently
documentedandalternativetherapieshavebeensought.Intheprebiologicera,alternative
DMARDsweretried,aloneorincombination.Inasmallserieswherecyclosporin-Awas
tried, remission in 66% of cases and improvement in the other 33% were reported.11
Sulfasalazine shouldbe avoided in treatmentofAOSDasmultiple studiesproved low
efficacyandhighdrug toxicity (60%vs.15%ofotherdrugs) related to treatmentwith
sulfasalazine.12CD34-selectedautologousperipheralbloodstemcelltransplantationwas
attemptedinsomecasesofrefractorydiseaseandprolongedremissionwasachievedafter
transplantation.13Otherlessstudiedagentsincludehydrochloroquine,gold,penicillamin,
leflunomide, azathioprine, tacrolimus, and cyclophosphamide. Recent advances in the
immunopathogenesisofAOSDandtheavailabilityofbiologicDMARDsforthetreatment
ofRAhasledtotheiroff-labeluseinrefractoryAOSDwithvariablesuccess.Inparticular,
pro-inflammatorycytokinessuchasTNFa,IL-1,andIL-6weretargeted.
ThefirstgroupofbiologicagentsclinicallyusedwastheTNF-ainhibitors.Multiplecase

reports and small series suggested that infliximab, etanercept, and adalimumabmayhave
aroleinrefractorycases.1Inanobservationalseriesof12patients,additionofetanercepttothe
pre-studyregimensofprednisone,MTX,andNSAIDsleadstoanimprovementinthenumber
of tenderandswollen jointscounthigher than63%.14AEuropeanstudyofeightpatients
attemptedtoevaluatethelong-termoutcomeofpatientstreatedwithinfliximab(amonoclonal
chimericanti-TNFantibody)afterthefailureoftreatmentswithcorticosteroidsandDMARDs:
Theclinicalandserologicalresponsesimprovedrapidlyinsevenoutofeightpatients,andfive
ofthemwentintolong-termremissionevenafterdiscontinuationoftherapy.10,15
IL-1inhibitionhasemergedasanevenmorepromisingtherapeuticstrategy,basedon

ourunderstandingoftheroleoftheNALP-3inflammasomeandIL-1ininflammationand
anakinra; a recombinant competitive IL-1 receptor antagonist has recently emerged as
apromisingnewtherapeuticoption.16In2008,Lequerreetal.17reported20casesofSoJIA
and15casesofAOSDtreatedwithanakinra.Seventy-threepercentofthecasesofAOSD
demonstrated prompt and dramatic improvement in their arthritis and disease activity
markers,whileallowingforadramaticdecreaseoftheadministeredcorticosteroiddose.
IL-6 represents an important inflammatory cytokine involved in the pathogenesis of

AODS,anditmaybeapromisingtarget,especiallywiththedevelopmentofanti-humanIL-6
receptormonoclonalantibodytocilizumab.17AcaseofrefractoryAOSDsuccessfullytreated
withrituximab(chimericantiCD-20monoclonalantibody)hasalsobeendescribed.18

14.4  
 Cardiac Complications

AOSDcommonlyinvolvesthepericardium,althoughthepresenceofpericarditisinStill’s
diseasedoesnotseemtonegativelyaffectprognosisintheabsenceoftamponade,sinceitis
usuallymildorevenasymptomatic.Nonetheless,theclinicianshouldkeepinmindthatadults
withknowncardiacinvolvementmaybeatahigherriskofdevelopingcardiacdecompensa-
tion,especiallyintheacutesystemicsubgroupofAOSD.Pouchotetal.describedseriesof23
casesofpericarditisintheir62casesofAOSD(37%),3ofwhichdevelopedtamponade.19
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TheoptimaltreatmentforAOSD-associatedpericarditishasnotbeendefinedduetothe
rarityofitsoccurrenceandthelackofcontrolledstudies.Individualapproachshouldbe
used in treatmentofpatientswithpericarditisandcardiac tamponade. Incasesofmild
pericarditis,NSAIDsalonemaysuffice.Systemicuseofsteroidsremainscontroversial.
LietmanandBywaters20 in theirseriesofpatientswithpericarditisdidnotdemonstrate
efficacyofsteroidsinalteringthecourseofpericarditis.However,steroidsmaybeuseful
inthepresenceofmassiveeffusion,evidenceofcardiaccompromise,orprogressionof
effusionsnotrespondingtoNSAIDs.Drainageofpericardialfluidremainsthecornerstone
oftherapyinthepresenceofsignificantcardiaccompromise.
Myocardialinvolvementinadult-onsetStill’sdiseaseisreportedlylow,althoughlikely

tobeunderdiagnosed.DataconcerningtheclinicalcourseofSill’smyocarditisarelack-
ing, and there isnoclear recommendation for the follow-upofmyocardial function in
similarconditions.UsuallyStill’sdisease–relatedmyocarditishasrapidonsetandreadily
respondstopromptcorticosteroidtreatment,resultinginquicknormalizationofmyocar-
dialfunction.Regularfollow-upofmyocardialfunctionisrecommendedevenifclinical
symptomsandinflammatorymarkershavenormalized.

14.5  
 Pulmonary Complications

Incontrasttootherautoimmunesystemicdiseases,littleattentionhasbeenpaidtothepulmo-
narycomplicationsofAOSD.MostcommonpulmonarymanifestationsofAOSDinclude
pleurisy,acuteandchronicpneumonitis,diaphragmaticdysfunction,anddrug-inducedlung
disease.21Whilemostcaseswithacutepneumonitisrespondfavorablytosystemiccorticoster-
oids,therearerareinstanceswheretheseabnormalitiesprogresstosevererespiratoryfailure
requiringmechanicalventilation,pulsecorticosteroids,and/oraggressiveimmunosuppressive
therapy.Themostcharacteristicparadigmofsuchseverelife-threateningcomplicationwith
significantmorbidityandmortalitywouldbetheadultrespiratorydistresssyndrome(ARDS).
ARDSdevelopmenthasbeenreportedinseveralpatientswithAOSD,oftencomplicatedby
multiorganinvolvementanddisseminatedintravascularcoagulation(DIC).22,23
Morerecently,Sarietal.presentedacaseofchronicAOSDcomplicatedwithdiffuse

alveolarhemorrhage(DAH)duringanacuteflareofthedisease.24Itisnotknownwhether
theassociationbetweenAOSDandDAHiscoincidentalorwhetherthereisacommon
pathophysiologiclink.

14.6  
 Hepatic Involvement

Liverdysfunction inAOSDhasbeenwelldescribed, ranging fromasymptomatic liver
function test (LFT) abnormalities to overt liver failure. Andres et al. retrospectively
revieweddatafrom17patientswithAOSDandfoundabnormalitiesinliverbiochemistry
in76%ofthesubjects.25However,itisoftendifficulttodifferentiateliverdysfunctiondue
toAOSDper se fromdrug-induced liverdysfunction, sincemostof the reportedcases
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occurred during treatment with potentially hepatotoxic drugs. Recently, Chen et al.
describedhighlevelsofsolubleintercellularadhesionmolecule1(sICAM-1)inpatients
with activeuntreatedAOSDandproposed that elevated serumsICAM-1 levelmaybe
apredictorofliverdysfunctioninAOSD.Moreover,serumsICAM-1levelssignificantly
correlatedwithdiseaseactivityandserumferritinlevelswhichhavealsobeenutilizedto
monitordiseaseactivityinadultStill’s.26Inanycase,closemonitoringofLFTsiswar-
ranted inAOSDpatients, especiallyearly in thediseasecourse, since itoftenparallels
diseaseactivityandabnormalitieshavebeenshowntorespondtosuccessfultreatment.
Fulminanthepatitisorhepaticfailureisextremelyrare,andmostofthereportedcases

occurredduringtreatmentwithhepatotoxicdrugs.27-29Experimentalandclinicaldatasug-
gestacriticalroleforcytokinesinthedevelopmentoffulminanthepaticfailure.Sekiyana
et al. have observed higher serum levels of IL-1b and a significantly reduced ratio of
IL-1Ra to IL-1b (IL-1Ra/IL-1b) in patientswith fulminant hepatic failurewho subse-
quentlydiedwhencomparedwithsurvivors.30In2007,Mylonaetal.presentedacaseof
fulminanthepaticfailureinAOSDthatwassuccessfullytreatedwithanakinra,arecombi-
nant interleukin-1 receptorantagonist (IL-1Ra),whichalsosupportsapossible role for
IL-1inhibitioninfulminanthepaticfailure.31
Autoimmune hepatitis (AIH) is a rare complication ofAOSD. In 2010, Liu et al.32

reported a refractory case of AIH during an AOSD relapse, successfully treated with
plasmaexchangeafterothertreatmentoptionswereexhausted.Afterfiveplasmapheresis
sessions,autoantibodytiterswerenormalized,aswellasserumIgG,LDH,andserumfer-
ritin.Furthermore,leukocytosisandLFTabnormalitiesresolved.Thiscasewasinsharp
contrast tootherAIHcases,reportedbythesameauthors thathadfataloutcomesafter
treatmentwithsystemiccorticosteroidsandintravenousimmunoglobulinalone.Therefore,
AIHmay be an indicator for poor prognosis inAOSD, and plasma exchange therapy
shouldbeconsidered,especiallyinseverecasesofliverinjury,incombinationwithhigh-
dosecorticosteroidsandotherimmunomodulatorytreatments.
Lastly, in exceptionally rare cases, AOSD liver involvement can present with very

atypicalfeatures.In2009,Sarietal.33presentedacaseofhepatomegalyinAOSDwhere
liver biopsy histology revealed a ground-glass like hepatocyte inclusion.Ground-glass
hepatocytes(GGH)arelivecellswithaglassy-granular,eosinophiliccytoplasmonlight
microscopy.34GGHrepresentsahistologicalhallmarkofchronicHepatitisBvirus(HBV)
infectionandisanoccasionalfindinginsomenoninfectiouschronicinflammatoryhepatop-
athies. In such cases,LFTs continue to rise, despite active treatment,withAST levels
occasionallyexceeding1,000IU/Lintheabsenceofviralinfection.GGHarerevealedon
biopsyalongwithsignsofsteatohepatitis,andit isunclearatpresenttimewhetherthis
findingrepresentshepatocyteadaptationorinjury.35

14.7  
 Oculomotor Disorders

Inrarecases,AOSDpatientsmaydevelopperiodichorizontalmicro-saccadicoscillations
and rapid clockwise torsional eye movements followed by counterclockwise torsional
drifts. It has been hypothesized that saccadic burst neurons, excitatory burst neurons
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(EBN),andinhibitoryburstneurons(IBN)compriseareciprocallyinnervatedpremotor
circuit.Theneuronmembranescontain ionchannels thatare importantfor therebound
increase in neural firing after transient external inhibition—post-inhibitory rebound
(PIR).36 Inflammationmayalter thefinebalancebetweenEBNsandIBNsandproduce
clinicalsymptoms.
In2009,Shaikhetalpresentedsuchacasewithburstsofhorizontalsaccadicoscilla-

tions,without intersaccadic intervals,andclockwise rapid torsionaleyemovement that
hadthesamepeakvelocity–amplituderelationshipastorsionalquickphasesofnystagmus.
Theysuggestedthatthiscouldbeattributedtoanimmune-mediatedalterationinthemid-
brainneuronsofthereciprocallyinnervatedpremotorcircuit.Insuchpatients,medications
thatreducecentralexcitability—forexample,antiepilepticssuchaslevetiracetam,gabap-
entine,andclonazepam—mightbeuseful.

14.8  
 Leukocytoclastic Vasculitis

Leukocytoclasticvasculitisischaracterizedbyangiocentricsegmentalinflammation,fibri-
noidnecrosis,andaneutrophilicinfiltratearoundthevesselwallswitherythrocyteextrava-
sation. Leukocytoclastic vasculitis has been observed in Henoch–Schonlein purpura,
Wegener’s granulomatosis, and microscopic polyangiitis; however, it had not, until
recently,beenreported inAOSD.37 In2009,HidekatsuYanaietal.describedacaseof
AOSDwithatypicalrash,whichskinbiopsyrevealedtobeduetoleukocytoclasticvascu-
litis.ElevatedbloodvWF-VonWillebrandfactorandVEGF-VascularEndotelialGrowth
FactorlevelsingivenAOSDpatientsuggestapotentialassociationbetweenAOSDand
vasculitis. Immunologic testingwith a negative PR3-proteinase 3 andMPO-ANCA is
Myeloperoxidase-Anti-neutrophilcytoplasmicantibodieshelpruleoutWegener’sgranu-
lomatosisormicroscopicpolyangiitis,respectively,incasesofatypicalStill’srash.

14.9  
 Renal Involvement

Recently,Babacanetal.38presentedacaseofAOSD-associatedmembranousglomerulo-
nephritissuccessfullytreatedwithInfliximab.Notably,thesamepatientalsosufferedfrom
asevereinflammatorypolyarthritis,unresponsivetohigh-dosesteroidsandDMARDsfor
aperiodof5years.
Glomerulonephritis(GN)isararecomplicationofAOSD.However,itsimportancefor

prognosisandtherapyissuchthatitshouldbeconsideredinthepresenceofproteinuria.
Thonhoferetal.describedacaseofmesangio-proliferative immunocomplex-basedGN
accompaniedbyproteinuriain2006.39WhileGNhasbeenreportedatotherinstancesas
the cause of proteinuria,40,41 other AOSD-associated complications such as collapsing
glomerulopathy42 and thromboticmicroangiopathy,43 however rare, cannot be excluded
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andshouldberuledout.AhypothesisbyElkonin1982thatasmolderingvasculitis,medi-
atedbynon-necrotizingimmunecomplexes,maysupportthehypothesisthatGNispartof
thedisease.Thepossibilityofamoreactiverenalprocesscanbesupportedbythesignifi-
cant decrease in proteinuria after anti-inflammatory treatment. In general, aggressive
immunosuppressionisrecommendedinpatientswithproliferativeformsofGN,witha
highhistological score for active lesions and a low score for chronic lesions.Biologic
agents,suchasTNF-ablockers,havebeensuggestedasanalternativeinAOSD-associated
GNrefractorytostandardimmunosuppressants.14
AmyloidosismaybeamorecommonAOSD-relatedrenalcomplicationleadingtopro-

teinuria and has been described in several case reports and series. (Table 14.4) It can
developassoonas18monthsoraslateas30yearsafterthediagnosisofAOSDwithan
incidenceof4.7–14.3%.44Themajorityofthepatientsdevelopingrenalamyloidosiswill
requiretreatmentwithsystemiccorticosteroidsand/orcytotoxicagents.44,52Inseverecases
complicatedwithrenalfailure,treatmentwithhemodialysisinadditiontoprednisonether-
apywasadministeredwithgoodoutcomes.48,51Inneweraofbiologics,bettercontrolofthe
underlyingchronicinflammationbyjudicioususeofthesepotentmedicationsmayprevent
theappearanceofamyloidosisand/orimproveitsmanagement.

14.10  
 Conclusion

AOSDisarare,auto-inflammatorysystemicdisorderwithsignificantphenotypicvariabil-
itythatoftenmakesdiagnosisdifficult.Themajorityofthecasescanbereadilymanaged
after proper diagnosis.However, the disease has been associatedwith rare but serious
complicationsthatareassociatedwithsignificantmorbidityand,even,mortality.

Table 14.4 ComparisonofamyloidosisinpatientswithAOSD
Firstauthor Ageofdisease

onset/sex
Numberofyears
beforeamyloidosis
onset

Drugtherapyforrenal
amyloidosis

Fautrel44 32/M ND PD,MTX

Rivera45 26/M 16 PD,AZA

Hashimoto46 25/F,26/M ND,ND PD,PD

Ishii47 32/F 7 PD,CTX

Bambery48 36/F 8 Steroid,dialysis

Wendling49 57/F 4 ND

Vingeron50 23/F,27/F 1.5,4 PD,dialysisbothcases

Harrington51 26/F 30 PD,COL
ND non- described,PD prednisone,MTX methotrexate,AZA azathioprine,CTX cyclophosph-
amide,COLcolchicine
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Theclinicianshouldbeawareofsuchcomplicationsandbeabletorecognizethemand
referappropriatelyforspecializedcare.Significantadvancesinourunderstandingofthe
diseasepathophysiologyandtherecentavailabilityoftargetedbiologictreatmentshave
enhancedourabilitytointervenetherapeutically.
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